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(54) BEIMZAMIDE COMPOUND 


the presence of a condensation agent. 



(57) Abstract: 

PURPOSE: To obtain a benzamide compound shown 
by a specific formula, useful as a reagent having activ- 
ities such as antagonistic activity against vasopressin, 
vasodilating action, antihypertensive action and in- 
hibitory action on release of liver lipid. 

CONSTITUTIOIM: This compound is shown by formula 
I {R^ and R^ together with adjoining C form a (lower 
alkyl-subsliluted) benzene ring, pyridine ring or thio- 
phene ring; R^ is a (substituted) alkenyl, an aryl or 
a (substituted) heterocyclic ring; A is a group of for- 
mula 11 (R^* and R^ are each H or is H and R^ is 
hydroxy or a lower alkylamine or R* and R^ are bound 
to form oxo); E Is a lower alkylene or phenylene; X is 
OH or N; Y Is a single bond or a group of formula III 
|R is H, tolylbenzoyi or a (substituted) amino)} such 
as 4-I6-(2,3-dimethylbenzoylamino)nicotinoyl)5,6,7,8- 
letrahydro 4H- thieno[3,2-b]azeplne. For example, the 
compound Is preferably obtained by reacting a com- 
pound of formula (V with a compound of formula V In 
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^)V. 7D'f;k 'lS!!S7;^+;^:^J^:i^r;^:te<j:r;7'J- 
;i/x;!^*:n;i^*i^a«n-5) ) fit, ^ifi^m 

[0 04 8] 

Ubi 9] 

o 
II 

-NH-C- 

[0 0 4 9] 1) Ri i:R» d^Bf^-Ta 

2) R» !!)^5/7y*3J:Ut7'J-;i'J:0;a:a»35^6S«n 
&g«l«TB«l$nTViTt)±^ifiiR7;V^r:i;W Sit 

3) E*<7xr;l'>TJ55. 

[0 0 5 0] BWfl:-&ia (I) ©EUtL/TflF^SnS 

fitt1 «<!:©K#J)om. 7;i';<J'J^«ii [fct^tf:>-h 
'J-^AiS. *U>>Aig&t*] . 7;V*U±aS^Ja:S [fc 

[0 0 5 1] BWfl;-&!|j} (I) <Dmkm^&.ytmm\z 

:5»i 5» 
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iWjfc^ift (I) Sfctt4®ffifi. -ffc^iRi (II) 

(III) *&tt^®A;i^sj^^^>'Sfe: 

(III) *cJ:r;-€-©*;p*+i'Sicfettssj£:ttgi» 
i^o^mnrntLTn. if^isa (i) jcpv»T«f«^ufc 

CO 0 5 2] jb^iKi (III) ®*;^7^^+v'Slc*5^+■5) 

mua] . 577;i'+;i'M»K, ffififtie. fiS 
K, x;i'*>K [fct;^tf;t5'>x;i/*>K?it'] . JB 
ft5M*;i^3j^>K CfctAtfR^K. 7'Dfcf:t>K« liSK, 

'^;**f^P^^i*'ft;'f5y>y-;k 4-gm-i'5^y- 
;k 5?>^9^JHf7>/-;k f«U77-Jt't)L<(ixl>7 
l/-JUt®»tt75 K ;}SttXXx;i. [MAtfv7/';< 

g^^nxx^iK ^ h+i'^5';pxxx;k v^t^'jwa 
y>^^)H(CHi ) 2 =CH-] xxx;k t*r:;p 
xxxJk 7'DA;i-:fji.xXT-;k p-r:hD7xx;|/ 
xx-rJk 2, 4-v'xhD7x:rji/XX'r;k bU^ 
nD7xx;i/XX-r;k '^>^'i7DD7xn;vxx7- 
;k ;*vJU7xr:;pxxxJk 7xxjU7</7xx;px 
xf-;k 7xx;pg^:}-xx7-;k p-xhD7xx;i.g^ 

:tXX7^Jk p-i'U-v';l/5':tXXx;k 
^;P5^:tXXx;k t!9r:jVXX-rJk tfU5>;WXXx 

;k t:'^'j>';pxxT;k 8-+/uji/9':j-xxx;uift 

if] "bb<ttN-t KD+v/fb^ti [&i:;i«N, N- 

(IH) -trUHX N-t HD:^^vXi'-»'f 5 K. 
1-th' a^y- 1 H-^>\/ h U 7V-Miii] t<D 

xxf^J^ft^*^«^fen•6. uneoRjSttsisiftttffi 

ffl-r^^k^ife (III) ©a^gtjsuT. ^-ns®** 

[0 0 5 31 SfStt, Wffl®SttJ. 
7;i/3-;v [«:t^«;<^y-;k x^/-;i/4£] . 

A, mt:^^U>, ife^fcx^ux 7^h7tHa77 
X fifKX5';k N, N-i?;<5';i/3}c;VA731<, bfU 

Ej£{cS^if*S.S^:^V»-5-®ffi®ttit®S«K® 

[0 0 5 41 j:®EiS(C:teV»T. it-^m (I I I) Sffi 
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a^^i^M *;V5i?j?-f5H. N, N' -j;x5^jv*;v 
jKi^'fSH. N, N' -y'f v::/Dt!;PA;i.!|«y'f5 

H. N-xg^;U-N' - (S-i^pt^JLTSy'T^nlf 

;W ;^;i/3j?x-f 5 F, n. n' -;f3jU45x;i.t'7. (2- 

J^DA+vJKSX v'7xx;l/^r7->-N->'ii'DA 
^-WKSX xV^~y7±^U>. 1-7)V=}^'>- 10 

H, m:f:i--Jk fijk:t=^1i-'JJk Aa^Wti&m7)V 

fJl/Jftt*] , KU^xXil/^X^w-X 2-X5'Jl/-7 
- 1 \iU^'yOV'i Vt^D-'/'} <^A&. TKSft 2 - 

-» -6-J7DD- lH-'^>ybU7>/-;k VilDKD 
S-y^JI/XT-f-lr-K^ (N, X-v'^^;UjJ>JUi>75 

[0 0 5 5] a;^IS7;i'* U ^JR, h U fi«i7 Jl/*;l'7 

i»7>)l^=^^Jl/^:;i/5}>'JX N, N->7fgJg7;^:^l;^7-lJ 
> (fctA«N. N-5?:>t5=';P7:iU>/j:<H) . N. N 30 

- -:^fiiR7;i/4^;V'^>v';i/7 5 frojit»% L < tt* 

[0 0 5 6] ;^^2 

aWft^iKl (la) Sita^-0M*. -{b^iKl (I V) S 

(V) '^fii\ti<oii)vt^^->&^^ 
fcioSjg-e^?.. ■fk-^i^ (la), (IV) fi^mz 
ffa^affituTs. {b-s-* (I) ict>(rsTe!!is^bfcfe<i> 

V^. '©SJSCfel^T, R« a *t*ig-e&5{b-£r^ (I 

V) *j;aCR» *thUJU7xx)UTa&s^b-&ti (v) & 

x;!/TJfe-S<b^«) (I a) Jiroil 
^. ft^fft (IV) tcMLT, 'fb^'fe (V) ^&2 3ftd> 50 



!|$M¥8- 143 5 6 5 

a? 

[0 0 5 7] :^^3 

iWft^!^ (lb) ^;ttt.€-roa«. •fk^i^ (I I) i 
&«^-wJasfb^ia> (Ilia) s&tt^©:*3;i'd^+>' 

ZCtlZ^K)mi&r^^. Vc-^m (lb). (I I) /j: 

syfic (Ilia) ^i.j^^m)\'it^^>'m\zm^s. 
mmmi/^mmis.^thx\t. it^m (o ic^jv^t 
«^Lfcfc©ti^i;fc©s^»fs::tA^-p#s. 

[0 0 5 8] >&i*4 

ew^b^i^i (I c) Sfctt-e©mfi, ■fb^igi (i b) s 
fctt-e©«siK7v-)WbR;sc#-r;i t <fc oSiiTt 

5. ■fb-g-'fe (I b) ^ir; (1 c) ©SfjSiftfitLT 
tt. fb^ift (I) (cr5VJTPJS^Lfct)©i|^i;t)©^£^ 

^»T©K©#STlcSI)Sgf^©*W*Ll>. 

j/^iz-^A. :*;Px'?Ai5:t*] , c:ne©*K'fbiK['bl/ 
< tt^Kilt) L < fifi^ffiffi, h'J7;i'^^;P7 5> [fe 
tAtf hU^?JV7=X hUX5^)|.75>^if] , tf 
3UX 1. 5— :?71flf->f D [4. 3. 0] y>- 
5-X>. 1, 4-i?71f'd'>irU [2. 2. 2]:^^' 
^'X 1, 8-v7-!ffcf>'i'Q [5. 4. 0] «i7>xi7 

- 7 -x>&if®«i«ig««<j:t;:t«as««#tf 6n 

*s#tf?,n?.. SJSli, ffiS. 7;i'3-;v 
i/-x5"k>!y'j3-;i/^y/g^)Ux— T;k 

*i6t5. tttft©ttiSt)L.<ttKtt. '^mt.hXhm 
[0 0 59] :&^5 

iW-fb^ife (I d) tttt-e©ii(i. •fb&#) (I c) * 
&tt■€■©i[S7;^*;WbS^I^:Rlt:S1*•^. H tfCi OKii 
flS'&tl (I c) ioi^n (I d) ©SfM^Jfitt 
x\t. ■fb-^ift (I) »::c3ViTW*L/fcfc®ti^i;t©* 
*if«.ct*t-cfrs. vmts.7}\^^)vviMt\yX\t. A 
Dy>'(b<S)»7;v+)V [fci:xti3'><b^^9^;k 3'?<b 

x^)Vl3.in , flgJ»l!l'yF> [fctA«7-b:hX X5^ 
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e. n ^. nay yitwsi7)v^)i'^7}i^)v 

•Jffi;iR7;i/+;P75X N, N-i;{SliR7;l'=^;i'7r:iJ 

ik X3'y-;naiif] . 7-feh=.h'J;k r-h^kHn 
WK. N, N-v;<5';i/*jl'A75 H. Sfctt 

rn^cDii^ftitta-eiijs-r-S). ±He07ji/+;v£ 

10 0 6 0] ;5jfe6 

BWfl:^!Kf (I b) S&tt-e®:ltt. ft^tt (I c) * 

^a. it-^iSa (I b) (1 c) <n^misMtLX 

\i^^tf^^'Q^^, 7\/}v^nthx\t, it R« -o 

H R» li±lc«»I&^tfTi5iigUfcfflD®7i/ 

. ig7i;K. Kiim gtt75H, ettXX 
ailtbTffllriSt^lCtt, 7>'JWft;;Si{5S, X, N' - 

^Ji. fctAti*. 7-kKX v*+-y->. i'DD3^;k 
A. 7-bS=h'j;k ifift:x^k>. 5^ 

[00 6 1] :5}S7 

BW^b^fe (If) Sfc»-e®ii{±. ft^^ (I e) S 
fctt^-o^SfflTC^PJ t C t J; D Sliit t 

5. it-^m (I e) feit; (I f) (oHMitrntLT 
tt, ft^ti (I) iz'oi^xm^Lt'hoitmato^m 



(12) 1$IB¥8-1 43 5 65 

5g7;i/*'J^IS [fctAH:*Sgft*'>ig:J-hU'>A35: 

if] ummif^n^. Kmt. ffl^. iiffl®^!«. t 

iSTt-5. 

[0 0 6 2] 

10 B«jt;-&^ (I g) *fc|j^®ja«, •fk^iib (I e) * 
&«-t0ii[!£ft;^ti (VI) *fctt-e®ffltRi£:$it, 

(VI) ®ffii;a:ffii: LTH. {fc^igj (I) tc:t>V»TW 

^ufci5;*KWiipM*we.n5, {t^ti (I e) * 

ii; (I g) 0fiF5i*JfitbTli. fc^ife (I) iCOVi 
#1 (I e) *fctt-?-®ttt^k'&ia (VI) *fctt-€-®4l 

K, p-hJH>X)l<ii^>K;4^®WISK:^ir, £&(J 

/v-;i^;ft.if] . o^y. k;i^x>. ^^vkx v'i' 
DDpt^'X i^izDDX^'X i7PD*;vzv. izattib^ 

N. N-x^5'jP*;VA75 F. 5";i'7-fe H 7 
5H, N-;^;?^;nfnu HX *fc«;ine>®?g-&ti* 

30 xmkt^> Ki6'mmtt<\zm^^n-f. m 

;ftv>l/Ju3»TfcRjEE:*lltt-r5. fl:^® (Vi) ®ffiffl 

Sttt<KK)£$nT, •(b^tl (I e) lC*fUT 

^b^ti (VI) s^t;pA>6Aja»jafieffl-rs®*^<fc 

[0 0 6 3] iggOiTC^KfSICtt. fSttlTC. •fb^STC® 

<fc5/ia^®:^fife?)<)ifflTts. KttS7cir«effl-r-5» 
/'55-:^'^A^, e^. n^nAm ? 

>. S?X9=V'>5/'»j3-JUx;*5^jPX-x>'J'. 

X 5^h7bHD77X >'x5^)i/x— »exg^ 

;k WK^5';k N. n-vJ^5^;|/31nJI/A75 F, 
(ic:n5®ig^!^+-c^JSt«.. SJi&jiS(±t<K^S 

[0 0 6 4] \tfmyt\z^mt^umitn7mii\yx 

BO \t. fctAtt*5flfl37JP5X>>A>J?-'>A. ^Jd^b**? 
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(13) 



!RfW¥8-143 56 5 



23 



24 



^mmm. 7;vn-jv [fetAtf^^^y 



(Ig) «Siit#5. iCD7;i'+)WbK;S«. ;5ft5 
[0 0 6 5] llSflfll'g-ife (IV) . (lIIa)i3irK 



[0066] 
[ft2 0] 



1 ^ + 

H 

(II) . 



HOOC -^^N02 
(VII) 



[0 0 6 7] 



R' 



R 




N 



E 



O 




(VIll) 



W.2 1] 
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(1* 



#B8¥8- 143565 



25 



25 




\ 

E 

/ 




0^ K: -b— NO, 
(VIII) 



[0068] 




(Via) 




(IVb) 

10 0 6 9] [^2 31 



-732— 



(15) 4#Bg¥8-143 5 65 

2^ 28 




R' OOC H^il— NH, + HOOC-R' 
(IX) (V) 



R' OOC Hj;: -b— NH-CO-R' 
(X) 



[0 0 7 0] * * [it2 4] 



l|jix>;r-'l'ffc 



R' OOC -k -tl— NH-CO-R' > 

(X) 




HOOC-k: iJ— NH-CO-R" 
([[lb) 



[0 0 7 1] lit2 5] 



—733— 



(16) iRpM¥8-1435 6 5 

29 30 

R' OOC -t -P— NHNH, 5- 



(XI) 



R*b 



R* OOC -t>: it— NH 




(XII) 



[0 0 7 2] ♦ * [^2 6] 



R' OOC -k^-if— NH + HOOC-R' 
(XII) (V) 




I 



R' OOC-tr -y— N-CO-R' 



(xno 



[0 0 7 3] [fl:2 7] 
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(17) #P¥8-143 5 6 5 

31 32 



R« OOC jf— N-CO-R' > 



(XI 10 



HOOC-% JJ— N-CO-R^ 



([Ha) 



[0 0 7 4] ±KKJ£;S4'. R • . < . A, 
[0 0 7 5l*^A 

^b^ti (VIII) ^rzit^(DWit, ■fb-&#i (IDS 

(VII) CO ^Jl-^+vS 

IC *5 tt SJiS14^«** titt^n CDffi i:H*S5 2) 

c:ti::j;D}ljST€r5. fls^^s (i i) . (v i i i) 

f3.?>zf}iz (VII) *5j;i;-e®*;v3)^:!^->ac*tj-?.K 

i£:#|g|««:©|ffliaigtLTH. (I) iCOViT 

efij^b)t>brot|i)i;fco*^tj'5rt*tT€rs. c:©e 30 
[0 0 7 6] 

VC^^ (IV) ©tt>TR' a *«*lST$)§'ft;-&#l (IV 
a) *&tt-^©:£fi. <b^ife (VIII) ^ft:«-e©il 

ssTcicfr-rctciofijStrss. vc&m (iva) 
^feitir (VIII) ©JfS/ftffitUTti. •fb^ife (I) 

A^iif] t©»^#, **^b7;V5r:>^Afl:^ia> [fci so 



!}^'>^t-hU<>A. *^{b*'>^U5^'>A. 7K^^b->7 

[0 0 7 7] f^9mit\z^m^tnwmm\t. 

■^^Jl-T^^ftif] &i®1Hffl®t>©Tr»5. jSTcli. 31 

[0 0 7 8] fimc 

it^^ (IV) ©^-CR' a *sh';;u'^>v'i'ji'7?fes 

(IVb) S&tt^Oittt. -fb^t) (IVa) S 
S:«^©ilIS h 'j;P^J.#K*fctt^-©*JV*=¥->SC 
iitt«)Hl£;ttK««:*5Vitt-€-ne.©ffitEiSS-B-.5i; 
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ttciOSIig-p^S. ^t'tm (iVa) 4JJ:tK (IV 

b) 00mfs:mtbx\i., it^ifin (I) iz-ouxm^L 
aiitLTia. -ft-s-w (1) (c:3Virw^LtJ:p&7 

[0 0 7 9] 

ft^ife (X) ^ fcH-ecifitt, ( I X) tfctt-?- 
o>m^it^^ (V) sfc«-^■©:^7J^^+5/«c*^^5E 

UjgT-^^.. ft;^!^ (IX) iJitX (X) ©ffl^^Ht 
L-Ttt. •fk^tl (I) ICOtriT«B|a^U)ttlttlB6#linJg* 

fcli^r^^f^flBffi*5*^f ?,ni>. ■fb-&ft (V) 

tt. •fc^tl (I) {C^liT«S|^L&fc©t|HlCfe®S* 
[0 0 8 0] :&^E 

it-^i^ (I r I b) tfctt-e®ig{±. ^b'&ti (x> ^ft 
5. ■(b^«> (X) mtifmamt LTtt. ^Ii^ife (DC 
^fc^ti (I I I b) ®jffjiaigtLT«. -(b-^ 

i» (I) c-3i'iT«f?^tfc>b®t|^Dt>®s*tf%::t 
®s®fffiTf:i^-rs®)!i^»snri. !tfmf3.*miiv 

hU;<?Jl/7S>. hlJx5';i/7S>*^] , tTnU 
X 1, 5 -v'7tftf->:^n [4. 3. 0] />-5- 
X>. 1. 4-5?71flfv^'n [2. 2. 2]:t^'i' 
X 1, 8-5;7-!J'fcf'>i^D [5. 4. 0] -^xir- 

0mmtLx\t. ^mm itzt^mm, mm. -fa 

*s#tf ens. Ki&tt, ii'g. 7;j'a-;u [fci:;^ 

tf^^'y-;K X:J'/-)W;iSif] . +->k>-. 5?X9^W 

>i"j3-)i/typt5";vx-x)k mb^'}^l^>. 



(18) !|#BB¥8-143 5 6 5 

fCli»»S&«S a Vi-¥-®1l!J ®ttlc ®® ^ t?§IJfif 

s. ifiiK®:ist>L<HK«. ^mtbx^mMxt 
m^vmur^zKit^i^mri. 

[00 8 1]S5ctt. 4--ha^>i!)]^, 2-3-F 

^^Mftrnt bxmt^mii^^zmm&7tf)mi<bn 

if] i:®»-&1i:T*5. J^MiS^lcffiffl-T'^^ffjSftiM 

'fbn5>'>>jU. A^i^-^/AiKv /^^J^.'^'AHD-f h\ '''' 
5 i?'^ 'J A, 7 i^l? A/i^KA U Ai* 

'?;^'7>ffl;G;t•] »t*0«ffl®'&®T*-&, 

x^'y-jk yunj-^it^S > N, N-s^;)^?;!^!^; 
;i.A7S H. ::tiO®ji^i»*fo, SJ*:irSj^SSR 
g$;»S:Vifflffl®i§!SJtfT1lt6-r-5. ±E®^b¥l 

)4»«iUTtt. ±gB®S«. i;x?;i/x-xJk 'Jt 
^•tJ-X -r h9t HD77X4i:®-e®ffi®taffl®S 

ttE. *-5vs«^-iiG®®-&«jiii^#tf6n-5. e:®S7u® 
[0 0 8 2] um^ 

{c-^m (XII) Sfctt-eoifitt. -fb^fe (XI) sfc 

•fb-&t; (XI) (XII) a>nmis.^tvx\t. 
40 ft^ife (I) tcoi,^T«si*L.&i!i«iffi#anffiSfcii^a 

i^«icbTSiJE-es. tJ!oT. c®s;s®E<6:3&S5;*<fc 

r/!K*^# (fct^tfSift. \zr>\^X 
tt. 6 ® t C 5 •c®iftM^£#H8-rntf J; Vi. 
[0 0 8 3] :^mG 

itt!^ (XIII) SfcK-e®ffl[i, ■fb£f'B3 (XII) 

*fca-?-fflia?:ib^i^ (V) *fc[4-?-®*;P3t^4^'>S{c 
tcj:DS)gT?#a. ft^ift (XII) ©jfaaffltu 

«) X\i. jb^«5 (I) IC-DHTW3?LfcS8«»#»«S*: 
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(19) 

35 

^w«Kf^JDffi*^#^fsn•s. it-^m (x 1 1 d 

otic (V) *3J:tf-e«D*;i'^+'>Slci3fJ«Srtj:ttSI» 
t)Otl^l;^>o^^^f■5^:tA^Tt•5. c©5jsa. :5 

[0 0 8 4] ;^*H 

it'^m (Ilia) SfcK^-fflffiH. -ft^ti (XII itf 

jgrta. fli'&ij (Ilia) *J:rx (xi i o ®» 

jS/SifitLTB, fl;-&tl (I) iCtJVsTW^Lfc'bOt 

[0 0 8 5] ±gB8g;?^tCj;oT^§f.nfcfl:-&tltt. « 
T^MOffite^f 5Ci:*^Xg-5, Ib^tl (I) 

[0 0 8 61 BWib^!^ (I) feirX^-WEIStLTgf 

«iS5Jla£E. 'W^, m M*. /lv:^k-» 

Am. «m tis^^. :*-+vhv>i«aiKs [& 

(I) ©WfflftsfisMr-6&*{r, -fb^n (I) ©«a 
[0087] sce^i 

A- V ^I^ -» 1 (VI) 

(DKIft^j* 40 

h®5fli*ai«L. 2 5inMh'j;^-HC 1 (pH 
7. 4) V 5mM MgCl2 i5j;t^0. ImM^x- 

JM^;i'X;i/3t^-;i.7;i/:t'J (pmsf) ^^^-rs 

:j-'fx-r4. jjTtj^^-h&i 0 0 oxgTi oi^ras 
'C^^j'ii-r-s. ±m^m^^^mi. 45oooxg-e3 
0 mM-L^^mt^. m< 1/ y h £ 1 0 t(tim<om 

lOOmMNUX-HCl (pH7. 4) SSfjR (5m 

M Mgcij . 0. ixO'^ikmjJV'fs.y^iiif 

0. ImM PMSFS^*) ICl8S^f«> Sr^4 5 0 50 



#W¥8-14 356 5 

0 0 X g T 3 0 i^rmij'^mt^. mn< u-yh^io 

0mMhUX-HCliSSfjB!»cS!»»-r-5. #5n*:K 

mmt>m^mnzmt^. 

[0 0 8 8] SS^aiJt^. 1 0 OmMh'J7.-HC I 
(pH7. 4) mmW'P<O0. 5 nM«H-ny:/l'i' 
> ( [7x-;l.79-JU-3, 4. 5- 'H] -/N'V:/ 
W->-> ; 4 0-8 7C i/5'J^)l/; rzo.—f >i/7> 

M) TfSIJti-rS. IwM [d (CH« ) 6 . Tyr 
= (Me) , Arg8 ] nv^^ki/V (.^•:/^m^ 
Br, P*) ^fflMT, #1$Sfi<Jife^«:M*-r5. 
a'>i->'3>Sl. ^f&l 0 OmMhiJ7,-HCl (pH 
7. 4) ISafSfiSml SmTSrtJSf^iS-a:, y^f- 
(GF/C) &ffltTffliilcilia 
fS. 7>f;l'^'-Sr|^i;ig»JK (5ml) T2|irife^. 

:/4 5 3 0. A>vA-K) ^-TWIESW-fllt-S. «K 

(i i) 
[0 089] 
[^1] 





I C (&4> 


1 - 1 ) 


2. 2X10- 



[0 0 9 0] 

nv:/v-»2 <V2) s$ftje^iit» 

(i) 

m^.yyh (DWomM^m&^mWL. 2 5 mM n u 
;^-HC 1 (pH7, 4) . 5mM MgC I2 :^^Tf 
0. lmM7xr:;i.;)<-^;|/X;P>ttnJl.7JV:tU bMPM 
SF) ^^WT^*^^2 5 OmMX^n-Xi|g«fJftl 0 

e^vs^mM^bi^mr^. ±m^m»^i^WLV. 450 
0 0 X g T 3 0 i^rmi-^mt^. 1/ y h ^ 1 0 

0 OmMhUX-HC 1 (pH7. 4) 
Sffa^ (5mM MgClz . 0. 1 %^ i^lkfST Jl':^ 
^>*5it^0. ImM PMSF&'&^r) JrHKSU. 
SS4 5 0 0 0XgT3 0i>Ffl3Si^5>iat-^o 

h<&i 0 omMhux-Hc immm\zmmmt^o 

[0 0 9 1] S^fJ-SHS^. lOOmMhUX-HCl 
(pH7. 4) ®ffii«+©0. 5 nM'^H-nvyi/v 
> ( [7x-;P7^:=.;U-3, 4, 5- ^H] -A*V>^ 
P'-^; 4 0'-8 7C I/5'J^;i':ra.--f>i^^> 
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M) rmm-r^. i nu [a (ch2 > s . d- 1 1 e 

' , I 1 e< . Arg' ] A^-fU'yy (K-i/3.v=7 

CI (pH7. 4) I8«ffl?5ml SmrSjKS'ffiS 

7 7 h-V>;?;7;^7^;i/^'- (GF/C) ;£jibT 

ffljSfcBii-r?.. y^)v^-^ncmm^ (smo -c* 



9'i'-*-::^4 5 3 0, ^-nmmm^ 

(i i) ttSiilS^ 
[00 9 2] 
[«2] 





I Cso (M) 


1 - 1) 


4. 9X10" 



[0 0 9 3] ?ft«n«iC«. *^?HOfb'&iKl (I) 

$fc»»«©fiiSs±iiF$3n«*«'&K ttii«iiajgjipj 
m »m m m >3>sij. jg 

mn. ^m. DcW, y;k^?J/5:<!:*«*>f en*. BfSlC* 

[0 0 9 4] at^m (I) ©fflfili, ii#©^i&:fej;r; 

<fe (I) ©¥J^-lHlSa:LT*f|0. Img. Img. 1 
Omg, SOmg, lOOtng, 2 5 Omg, 5 0 Om 

giJii^i 0 0 0mg*t^r^Tfc55. -)S:ic«, la 

a&DO. lmg/fl«^~)K)l 0 0 Omg/j@#©|8]© 

[0 0 9 5] &rfom&m. ^^m^^nmmm\t. * 
[0 0 9 6] m^mi 

2- (5-r.hD) 77>*Jl-3j^>i6 (7 8 5mg) © 

5;i7nnpt^> (20ml) gJ^lcfifli^i-^-y-'J;!' 
(0. 5 2 3ml) tSSiWN. N-v'jjl^^jm^Jl/Ay 

4— Th5t HD:^^y'J> (7 9 9mg) i:h>JX5";l' 
75> (0. 8 3 6ml) t®ji^tl©>'i'Da/5r> 
(20ml) ^JSKJn^fc. ii-&<»«SiaT2I^P^m*^ 

tttSS : n -^^^y : ^mx^)l'= 4:1) TSfiL. 
1- [2- (5--hn) 7D'f;H -1, 2, 3, 4 



-T-h7tFD+yU> (1. 2 5g) 
NMR (CDCh , <5) : 2.06 (2H, tt, 1=6, 6Hz), 2.82 
(2H. I. J=6H«), 3.92 (2H. t. I=6Hz). 6.77 (Ifl. d, 
20 I=4Hz), 6.90 (IH. d. J=7.5Hz). 7.05 (IH. d.J=7.5H 
z), 7.16 (IH, d, 1=7. 5Hz). 7.21 - 7.29 (2H. n) 

[0 0 9 7] m&m2 

6 -7 Z/^a^>«t;^^}l- mm. {A 5 0ms) t 

p> (10ml) izi3\\^tM'^mm&-^i^^w.nL 

30 jffi; i?DD3h;UA) rjiaaU. 6- (2, 

^>'M)V7^/) =.::i^>tk^^}V (3 9 Img) * 

NNR (CDCli . d) : 2.30 (3H, s). 2.46 (SB, s). 3.9 
2 (3H. s). 7.15 (lH,dd. J=7.5. 7.5Hz). 7.25 (IH, 
d, J=7.5HZ), 7.32 (IH, d. 1=7. 5Hz), 8.32 (IH, dd, 
1=8.5, 2Hz), 8.48 (IH, d. J=8.5Hz). 8.50 (IH, d. J 
=2Hz), 9.19 (IH. br s) 
[0 0 9 8] Sljg^JS 

4-t\'yi>y^m^:^^)V-m^m is 1 5mg) 
40 Oi>i;na;^^> (6 0ml) miHZh^)X^)U7S.> 
(2. 8 0ml) iizP^mif-t--:/^)V (2. 19 
g) ^tapi. jg£rti«mfi-c»«!R»Uft:. 2:®j8jR4 

u «s*->u*y;v*7Ai7nvhi^77^- (sm 

SE; i7Dn*;l'A) TJfKL. 4- 

^j;i.5ti-;i/) \i\'yi>/^mf&:^^)V (8 3 6mg) 

NMR (CDCU , d) : 1.42 (QH, s). 3.87 (3H, s), 6.0 
SO 1 (IH, br). 6.43 (ll.br), 6.80 (2H. d, J=8.fflz), 
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7.90 (2H, d, J=8.5Hz) 

[0 0 9 9] mm4 

VyyJicM.^^^^)V (4 1 6mg) (Dy^aoM^ 
> (1 5inl) SjSIChUx5^;i/7^> (0. 27m 
1) tmt2, 3-z/^^)\^^yV^JV (3 2 1mg) 

4- [2- t-:/h+->*;i/3Kr:;i.-i- (2. 
^?;i.'^>^/^;W tiF^i^y] (5 7 

Img) 

NMR (CDCla , 6) : 1.43 (9H, s), 2.21 (3H, s). 2.2 
8 (3H. s), 3.88 (3H,s), 6.88 - 7.30 (5H. m), 7.82 

- 8.01 (3H, m) 

[0 10 0] KiSMS 

A-}i\^yyj^mm^=^)V'mm.{i, 02g) 

(o^y!;uu^9y (2 0ml) mmzV'):sL^)V7^y 20 

(1. 68ml) tmimm (O. 57ml) <&JaA 

- (2-7-fe^;W t H^^VSJaSK:?^^;^' (5 16 
mg) 

NMR (CDCh , 5) : 1.90 (2H, br), 2.07 (3H. s), 3. 
84 {3H, s). 6.81 (2H.d, J=8.5H2). 7.90 (2H. d, J= 
8.5Hz) 

[0 1 0 1] Mii«^J6 30 
ll3fi0ll5TSfc4- (2-7ir^;W tH7i^/*.S# 
(5 0 Omg) t^^2, '^-l>^J')\^^y^/ 
(4 4 5mg) &t:U>^> (1 0ml) iCjn^^tig 

^te^i 0 ot:T5(^ffliinfS!ib, «ffiTS§f«^®*L 

fco M^B^Kx^jl/ (2 0ml) l;:J§^t> ^ifi^^fe 

%;^^y-;i/^W^DD3f:;i/A) 4- [2- 

7-fe^;^-i- (2. 3-v>^5";u^>v/'f;w tn^ 
v>n i^mm^'f')v (6 1 omg) ^nit. 

NMR (CDCh , 5) : 2.21 (3H, s), 2,28 (3H, s), 3,8 
8 (3H, s), 6.92 - 7.13 (3n, m), 7.24 (2a. m), 7.88 
(2H, d. J=8.5Hz). 8.02 (IH, s) 

[0 10 2] mmmi 

5, 6, 7, KD-4H-5'xy [3, 2 

-b] 7i?lf> (3 4 6mg) tife^bp-- hn'^>y 
(46 2mg) a:©vi7DP;<5'> (10ml) ^ 
m\Z. 0r-CtfUi^> (8 9 3mg) m^fi 

fcmm^^mz2nf^^^it. R]m^m^m-^m& so 
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Dvhi^^7>r- (Smss : MKx?;p : n - Ai^^iJ-> 
= 1 : 4) -rj|iS!TS:it{CctD. 4- (4-xhD/< 
>7<;^) -5, 6, 7, 8-T-h^t:Ho-4H-^ 
X/ [3, 2-b] 7tfl^> (6 0 7mg) 
NMR (CDCla . 6) : 1.68 - L95 (2H, m), 1.95 - 2.1 
8 (2H. ffl), 2.86 - 3.02 (2H, n). 3.f58-4.17 (2H. b 
r s), 6.14 (IE, d, J=6Hz), 6.68 (Ifl, d, ]=6Hz), 7. 
42 (2H. d, J=8Hz), 8.08 (2H. d, J=8Hz) 

[0 10 3] um\^ 

1) 2, 3-z^^^)V-%- (4-xHn^>^/^ 
)V) -4, 5. 6, 7--rK^t Hn-8II-^xy 

[2. 3-b] 71ftr>-4-:t> 
NMR (CDCh , (5) : 2.06 - 2.27 (2H, in), 2.16 (3H, 
s), 2.22 (3H, s), 2.71 - 2.87 (2H, m), 4.02 (2H, b 
r t. J=6Hz), 7.54 (2H, d, J=8Hz), 8.16 (2H,d, J=8H 
I) 

[0 104] 2) 9- {A-Z.VUKy^M)V) - 

5, 6, 7, HD~9H-tfU H [2, 3 
-b] 71ft:> 

NMR (CDCh . d) ; 1.69 - 2.13 (4H. id)» 2.85 - 3.0 

5 (2H, m), 3.58 - 4.45 (2H, br s), 7.04 (IH, dd, J 
=5, 8Hz), 7.36 (2H, d, J=9Hz), 7.60 (Ifl. dd, 1=2, 
8Bz). 7.96 (Ifl, dd. J=2, 5Hz), 8.02 (2B, d, J=9Hz) 

[0 10 5] 3) 5- (4-XhD^>7'f;W -1 
0. 1 l-i;b:KP-5H~>?'^>v^ [b, f] 7t?b! 
> 

NMR (CDCh , 5) : 2.82 - 3.13 (2H, m), 3.47 - 3.7 

6 (2H, m), 6.56 - 7.46 (8H, m), 7,55 (2fl, d, J=8H 
z)» 8.07 (2H. d, J=8Hz) 

[0 10 6] mmm 

nitMl-VmcA- (4-xhD^>^/"f;V) -5, 

6, 7. 8-xh^t Hn-4H~^X/ [3, 2- 
b] 7i^t!> (5 9 3mg) (1. 1 g) 

m (2ml) *5<tUfX5^/-;l. (2 0ml) \ZM^ft& 

±y^h&mL. mwcmmLfz. mmmmj^^Mz 

5^x;i/x-x;i.ft'TWbr. im^4-~ 

O'MM -5, 6. 7, 8-T'h^tHD-4H- 
^X/ [3, 2-b] 7ife> (3 5 6mg) ^^fco 
NMR (CDCI3 . d) : 1.68 - 1.89 (2H, m), 1.89 - 2.1 
1 (2H, m), 2.85 - 3.04 (2H. m). 3.57 - 4.22 (2B, b 
r s), 6.27 (m d, J=6H2). 6.47 (2B. d. J=8Hz), 6. 
68 (IH, d, J=6!fe). 7.14 (2H, d, J=8Hz) 

[0 10 7] mmmio 
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S!jt«Hi8-i) r^&a. 3-i?>t^ji/-8- (4-= 

hu-^^'Z-OV) -4, 5, 6. 7-Th5tHn-8 
H— ?xy [2, 3-b] 71ffcf>-4-:t>SfflK 
®!iS«»l9tl^«CtT8- (4-75/^>'y'r;V) - 
2, 3->'^5=^;U-4. 5. 6. 7-f N5hHn-8 

H-g^xy [2, 3-b] 7-\f\^y-4-ty^n^. 

NMR (CDCls , 5) : 2.06 - 2.29 (2H, m). 2.17 (3H, 
s). 2.24 (3H. s). 2.71 - 2.84 (ZB, n). 3,96 (ffl. b 
r t. J=7H2). 6.54 (2H, d. I=8H«). 7.29 (ffl.d. I=8H 
2) JO 

[0 10 8] mmi 1 

1- (4->l5';l/7ir:jW \fn-)V (9 2 5mg) © 
xb5th*n-77> (2 0ml) ^jRlC. n--:^5^)P'J 
g'-^A (1. 5M n-A:t^-t)->^?S. 4ml) 4-7 

8"c-eigTu ;i®^iS4i^Man?2ii$ffi«j^L&. h 

y^'/'iXti^X'J'JUX-T-JV (5 0ml) 

)\^-^>7nnt-)\,U) -mmXy. 1- (4-yg^;i/7x 
~M hrn-)U-2-*;V#>|g (5 5 0mg) 

NMR (CDCh . 5) : 2.40 (3H. s). 6.28 (IH. dd, 1= 
2.5, 4Hz), 6.94 (IH, dd, J=2.5, 2.5Hz), 7.14-7.2 
3 (5H, m), 

[0 10 9] mm\ 2 

i;^;!^-^?^ (8. 94g) ©xb5tHD77> (5 0 
ml) »a!tr*3g'fb:}-h'J'i?A (6 0X}ft(f, 80 0m 3D 
g) ^£0'CTJUA, il®jS?S£^fiS-ei. 5Wfllg«i 

bfc. ;i©s?stc2-yg^;V'^>X7JVxt H (2. 4 
1 g) ®Th7t HP77> (1 0ml) ^SStSm. 

(1 5 0ml) -ef&f?L. **<kiy::ftifi*-e8tMM.. % 

««tCn-'\4^D->SJlD;^v ^®!ft®h'J7x::i)l'*;X 
7^ KSiataLTBil'ifc. iatSSMffiTillB 

U ^aES:->U*y;i/*7Ai7D-7N^'77-i'- (®tB 

n-A+-!J->:SKx5^;V=2 0 : 1*^6 9 : 1) 40 
TiSfiLS:. 5feC4- [ (Z) - (2 -;t?JI/7ir: 
;i/) lfr:;H ^MSK;^5^;V (2. 6 6 g) *j#e.n, 
J^Ut?4- [ (E) - (2-;>l^;i^7xx;i.) \L-M 

^m#Kyg^;i' (2. 1 4 g) >>r#en;rc. 

4- [ (E) - (2-;* 9^)1/7 x-;W t-M 
K/^)V 

NMR (CDCh . (5) : 2.44 (3H. s), 3.92 (3H. s), 7.0 
1 (IH. d. I=16.5Hz).7.18 - 7.25 (3H, d). 7.46 (IE, 
d, J=16.5Hz), 7.57 (2H, d, J=8.5Hz), 7.58(1H. m), 
8.03 (2H, d, ]=8.5Rz) SO 
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[0 1 10] Sjfifiiljl 3 
»jfi0i|2T#fe6- (2, 3->?jt5';l/'<>'y'f)I.75 
/) (3 8 0mg) 41N*Kft:?-h 

^y'^himm. (4m O t/^'y-;!' (l SmU t© 

^y-Jl'&gSt. SoA:*®ie&pH4lCiSSL/fc. 
«faiL-/cH<*:^jaiSU 'K;J*bT6- (2. 3->7;*5' 

(3 4 3mg) 

NMR (CDCU . 8) : 2.24 (3H, s), 2.29 (3H, s), 3.3 
2 (IH. br). 7.13 - 7.30 (3H, m). 8.27 - 8.33 (2H, 
m), 8.82 (2R, o) 
[0 111] Sjgfjl 4 
mi&m 4 t?'f§fc 4 - [ 2 - t - h 4^ v'*;Vj)^X)1.- 1 

- (2. 3-z^^^)\^-^yv-i)i) t:H7j;y] asjas 

K 5^;K 5 6 1 m g) SI NtKBI^:?- h U A*Si« 

(5ml) (i omi) t<om^mzmm 

#:Sill«UT4- [2-t-:/h+->*;i'jJ«n)l.-i- 

(2. S-z^^^Jl^yV^m tK9i^y]$MSS 

(36img) ;i©fli^tiSS^ic:S©-r-5:i 
[0 112] m&mi 5 

®lie«»ll 2-I?#fc4- [ (E) - (2-5t^JI/7xr: 

iCL.T4- [ (E) - (2-p(3^;V7xX)W tf-JH 

NMR (DMSO-d. , S) : 2.41 (3H, s), 7.19 (IH, d, 1= 
16.5Hz). 7.20 - 7.29(3H, ra), 7.58 (IH, d, 1=16. 5H 
z), 7.70 (IH, n). 7.77 (2H, d. J=8.5Hz). 7.94 (2n, 
d, J=8.5ttz) 

[0 113] nmmid 

mmme-vnitA- - (2. s-i? 

)t.^)V^>V-i )V) tH9i^y] (6 0 

Omg) SlN*K'(t;-?-hU»>A;icS)« (4ml) ty 
(15ml) t©ig^#IlC«g(»bfc®}gtS^S 
•Tr»«»»U. i*:UT5 0'Ct?l«fW»j*Lfc. MET 

-e^^/-;vsssu. s^fcTKSSSSiNagitKffi 

&SSLT4- [2-7-fe5^;V-l- (2, 3->7;<3'' 
JIO'MM tH5-;?y] (5 3 2mg) * 

NMR (DMSO-de , 5) : L70 (IH. br). 2.20 (3B, s), 
2.25 (3H, s), 3.34 (3H, s), 7.01 - 7.21 (3e, m), . 
7.37 - 7.65 (2H, m), 7.91 (2H, m) 

[0 114] mwi7 

»jS«!li-ei9fci- [2- (5--hD) ya^M - 

1, 2. 3, 4-xh5t:Kn:*^y U> (1. OOg) 



-740- 



(23) 

43 

^^9J-)V (3 0ml) tV^^^y (9 1 0ml) 

(3 0 0mg) ^MX. rl^^£3^1£TT7P$ffl*5K 

LTl- [2- (5-75/) yu^M -1, 2, 
3, 4-'rh^t Hn^y U> (5 7 6mg) t:mn& 

[0 115] m&mi^ 

mmm 1 7 ^l^«{cLT*<Dib^fe^il;^, 10 

1) 9- (4-7^/^>\/'f -5. 6, 7, 8 
-xh^tHn-9H-hfUH [2, 3-b] 7-lft^> 

2) 5- (4-75y'^>7-fJI/) -1 0, 
tKD-5H->?-^>>/ [b, f] 7-lfe> 

[0 116] ##*«J1 
SiiMl 3T#fc6- (2. 3-i^)^^Jl^>V'i}V7 
-nff>K (3 4 3mg) COv^DDy^'> (2 
0ml) ^?gt:S{t::**=^^'9-U;i/ (0. 17 6ml) ills. 
J«(ON. N~>^;><^;U*;i/A75H^ftlX., Z,<Dm^^ 

^mmim^n&mi^tLxnrz. ccDmi^^i. 2, 

3, 4-rh^tKn:^yU> (2 0 3mg) 0t!Uv^ 

y (2 0ml) mmizmx. m^m^^WiX2^mmw 
btz. mhtrmm^'S^b. ^m^i^aaitsjvL. (25 
ml) {zmmLTc. z.0mm^7i^^^nfim7iir^^ 

m SjS^>'U*y;i/:^^Ai7D"7.hif7:?>r- (?S 

^x#I$:i^x5';^x-x;^J6^^^el^^bbTl - [6- 
(2. 3-s;^^;u^>^/>f;i/75y) -ng^y^M 30 

-1, 2. 3, 4--5^h^l:Fn^y g> (244m 

g) mtco 

NMR (CDCls , 6) : 2.07 (2H. tt, J=6. SHz). 2.31 
(3H, s). 2.38 (3H, s),2.84 (2H, t, J=6Hz). 3.93 (2 
H, t, J=6Hz), 6.66 (IH, d, J=7.5Hz), 6.93 (IH, dt, 
J=1.5. 7,5Hz), 7.05 (Ifi. dt, J=L5, 7.5Hz), 7.12 
-7.34 (4H. m),7.70 (IH. dd, J=8.5» 2Hz), 8.21 (1 
H, J=2Hz), 8.27 (IH. d, I=8.5Hz),8. 35 (IH, br 
s) 

[0 117]*Jfi*S|l 40 

mm 1 tmm\zbx'^<Dit'^^mito 

1) 4- [6- (2, 3~z^:/^^)l^>V^)VT^ 
y) nzi^y-r;!.] -5, 6, 7. S-T-h^tKo- 
4H-^XJ [3. 2-b] 7iftr> 
NMR (CDCh , 6) : 1.81 (2H, m), 2,04 (2H, m), 2.3 
3 (3H, s), 2.38 (3H,s), 2.94 (2H, m), 3.89 (2H, b 
r). 6.28 (IB, d, I=5Hz). 6.79 (IB. d. J=5Hz), 7.17 
(Ifl. dd. J=7.5, 7.5Hz), 7.29 (IH, d. J=7.5Hz), 7. 
40 (IH, d, J=7.5Hz), 7,75 (IB, d, J=8.5Hz), 8.15 
(IH, s), 8.37 (IB. d, J=8.5Hz). 9.14 (IH, br) 50 
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[0 1 1 8] 2) 1- {4- [2- t-:/h+i/*;v 
zK-;i/-l- (2, B-z^^^JU^yV^M hVyy 
A "^y^MM -1, 2, 3. 4-7"h^bHD:^^/ 

•J> 

NMR (CDCU , a) : 1.45 (9H, s). 2.02 (2H, tt. J= 

7, TBz), 2.21 (3H, s).2.24 (3H, s), 2.81 (2H, t, I 

=7Hz), 3.85 (2H, t, J=7Hz), 6,55 (IH, br).6.75 - 

7.31 (UH, m) 
[0 1 1 9] 3) 1- [4- [2-7-tr?^;l'-l- 
(2, 3-'^^9)\^^y'J^)V) hH^vy] ^>l/-f 

M -2. 3. 4, 5-xh^tKD-lII-l-^> 

77i!fb!> 

NMR (DMS0-d6 , 5) : 1.47 (IB, m), 1.60 - 2.20 (3 
H, m), 2.12 (6H, s), 2.20 (3H, s), 2.67 (IB, m), 
2.81 - 3.12 (2H. m), 4,95 (IH. m). 6.70 - 7.30 (11 
H, m) 

[0 12 014) 1- 14- [ (E) - (2-y?;p 
7X-JV) b*r:;V] ^y^J^M -i, 2, 3, .4-^ 
Yv\^Yn^J^)y 

NMR (CDCh . 6) : 2.06 (2H, tt, J=6.5. 6.5H2), 2. 
40 (3B, s), 2.86 (2B, t, J=6.5Bz), 3.93 (2H, t, J= 
6,5Hz), 6.75 (IB, d, J=7.5Bz), 6.89 (IH, dt, J=l. 
5, 7.5Hz), 6.94 (IB, d, J=16.5Hz). 7.01 (IB, dt, I 
=1.5, 7.5Hz), 7.15 - 7.23 (4H, m), 7.31 - 7.43 (5 

H, n), 7.58 (IB, m) 

[0 12 1] %m\2 

Wm \ \ (4-^5^;i.7x-;i/) t:D-;i/ 

-2-;^;^3j^>K (2 0 2mg) dy'y^xixi^^y (i 
0ml) 'mWL\zW:ct'^^^})\^ (0. 13 9ml) L 
N, N-i^>C3^;i/3t;JUA75KliB^lDA. ^mmi 

#T> z(j^wm^\ - (4-75y^>7-r;w - 

I, 2. 3, 4-xh7t:HP+y U> (2 5 3mg) 
(i:hUX?;V75> (0. 2 1ml) t(Dm^^(Di>i7 

aa^^y (20ml) mmizmxrc. M't^^^&X 

-^h^yy^- (^ffl«; i %y ^y-;V^#^Dn* 

;|/A) 1- {4- [1- (4-/^J^7xX 

;w fc!D-;p-2-*;i/d^x;w 75y'^>7-fJH - 

1, 2, 3. 4— rh^t Kn=t^y U> (3 08mg) 

NMR (CDCh , 6) : 2.02 (2H. tt, J=7. 7Hz), 2.40 
(m s), 2.81 (2H, t,J=7Hz), 3.88 (2H. t, J=7Hz), 
6.29 (Ifl, dd, J=3, 4Bz), 6.68 (IH. d, J=7.5Hz), 6. 
82 - 7.36 (13H, s) 7.58 (IH, s) 
[0 12 2] ^»J3 

MS0y2 tHmzLx'^oib-^mmc. 

1) 5->?>C^;P7$y- 1- {4- { [1- (4- 
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^y^/^M -2, 3, 4, 

NMR (CDCla , 5) : 1.30 - 3.05 (5H, m), 2.13 (3fl, 
s). 2.42 (6H, s), 3.53 (IH. m)» 4.04 (IB, m). 6.26 
(IE, dd, J=2.5, 4Hz). 6.53 - 7.57 (15H. m) 
[01231 2) 1- [4- (2-->7/-3-7x 
-JPv'^'^^'fJVT^/) '^^V^'fJW -1, 2, 3, 

4-xh5t Ka:^^yu> 

NMR (CDCI5 , 5) : 2.04 (2H. It, J=7, 7Hz), 2.83 
(2H, t. J=7Hz). 3.87 (2H, t, J=7H2), 6.66 (IH, d. 
J=8H2), 6.87 (IH, dd, J=8, 8Hz), 7.00 (IH, dd, J= 
8, 8Hz), 7.08 - 7.58 (16H, m) 

[0124] 3) 1" {4- [2- (3-7xr:jl^5" 
:t7x» ;^j;U/J^z:j^7ay] ^^^-fM -1, 2, 

3, 4-xN7fcHa+yrj> 

NMR (CDCls , (5) : 2.03 (2H. It, 1-7, 7Hz), 2.82 
{2H, t, J=7Hz), 3.86 (2H, t, J=7Hz), 6.65 (IH, d, 
J=8Hz), 6.85 (IH, dd, J=8, 8Hz), 6.92 - 7.19(5H. 
m), 7.25 (2H, d, J=8Hz). 7.38 (IH, br s), 7.44- 
7.63 (6H, m) 

[0 12 5] 4) 1- [4- (2-7x-j|/r:3^y 
-DWB.J) ^yV-IM -1, 2, 3. 4-rh7l:: 

NMR (CDCh , (5) : 2.04 (2H, tt, J=7, 7Hz), 2.83 
(2H, t, J=7Hz). 3.87 (2H, t, J=7Hz), 6.66 (IH, d, 
J=8Hz), 6.86 (IH, dd, J=8, 8Bz), 6.94 - 7.33(7H, 
id), 7.33 - 7.55 (4H, m), 7.56 - 7.80 (2H, m), 8.17 
(IH, dd, J=8, 2Hz), 8.79 (IH. dd, J=5, 2Hz) 
[0 1 2 6] 5) 1- {4- [ (5->^9^;U"3-7 
x-JKy:t+lJ-y-;V-4-;^;!/3i^-;i/) J^J] 
yV-iM -1, 2, 3, 4-7"h^t Hn:^^y U> 
NMR (CDClji , 5) : 2.03 (2H, It, J=7, 7Hz), 2.80 
(3H, s), 2.82 (2H, t,r=7Hz), 3.88 (2H, t, J=7Hz), 
6.65 (IH, d, J=8Hz), 6.85 (IH, dd, J=8, 8Hz), 6.98 
(IH, dd. J=8. 8Hz), 7.04 - 7.20 (4H. m), 7.26 (2 
H, d. J=8Hz), 7.51 - 7,72 (5H, m) 

[0 12 7] m!&m4 

2- (4~^^)Vyji-)V) (9 2. Smg) 

(Di^C;aa:;^^y (5ml) mm\z^i\:t^^'J 
(0. 0 5 5ml) aiScJfi^N, N-5^^5";i/*;i/A7 

zo:>mm^^ur2mmwLft. meet 
mm^wiLx^mmx. ^(Dmm^i- (e- 

75/) ::in^y^;i/-5-x^^;U7i^y-2. 3, 

4, 5-xh^tHD-lH-^>\/7tftr> (1 23 
mg) tKUx?;i/7^> (0. 0 7ml) t^M'S:^ 
(Dz^^uu^^y (2 0ml) mmzmXTz. ffi'&t)^ 



(24) 4*BB¥8-1 43 565 

if^y^- imam; i%^^y-)V'^^i;aat^)V 

A) xm^L. 5->^>^^;l/7^/-l- [2 

- (4-^^;P7x-;w ^y^MM j^Jzlzx^j 

-2, 3, 4, 5-xh^hHD-lH-^>7 
7-lflf> (10 3mg) ^%1t. 
NMR (CDCls . (5) : 1.30 - 2.95 (5H, 1), 1.93 (3H, 
s), 2.34 (3H, s), 2.40 (6H, s). 4.03 (IH. m). 4.95 
(IH, m), 6.4-8.2 (23H, m) 

[0 12 8] mm\^ 
10 xntci- 14- 

)Vif^-)V-i~ (2. 3-^::^;?t5^;i/^>y'f;i.) tK^ 
^y^Z-iM -1, 2. 3, A-ThyMYu^ 
yU> (9 5mg) $8 0%hU7;P:tDfi^K*^ffi 

(5ml) \zmn\^rzMm^w^x2^fmwLfto :l 
(o^mzmmx,^)v (lomi) tm^mm^^^h'} 
^himm (1 omi) ^mx. ^mm^^wiixm 

^uuts)VK : >^^y-;i^=5 0 : 1) TliSLfco ^ 
20 ^^iSi^X^X^X-xil^TS^K^-fr, 1- (4- [1 

- (2, 3->?^5";i'^>y^;v) tF^vV] ^>^/ 
1';H-1, 2, 3, 4-xh^t Kn + y u> (3 
9. 4mg) ^%Tz. 

NMR (CDCh , (5) : 2.00 (2H, tt. J=7, 7Hz). 2.11 
(3H, s), 2.20 (3H. s),2.79 (2H, t. I=7Hz), 3.85 (2 
H, t, J=7Hz), 6.51 (IH. d, J=8Hz). 6.80 (IH. t, J= 
8Hz), 6.85 - 7.18 (9H. m) 
[0 12 9] ^SS^JG 

'^mm^xm^ii - h - [i- (2. 3->^;^5^;i/^ 
30 y'/-(M hH^i^y] ^yv^M -1, 2, 3, 4 

--rh'^t: HD*y »J> (15 0mg) tZ7%'^)Vh. 
7;l'xt:H*^fS (3 6. Smg) ^^9J-)V (5m 
1) a:«SXif;P (0. 2ml) t(DU'^m\ZlBfLtz,m 
^m\Z. ii^mVc.yTJi^^m^\-^)^I> (35. 3m 

g) s^juu. jg^t/s^MTiKFSffi^Li^co ^mm 

^^uu^.)Vh (1 5ml) T^S^b, ^^7K^:^HU 

^yOf^^JV^yls^n-zh^yy^- mti^mi^a 
40 ut^)Vh) TSSb, 1- 14- [1- (2. Z-V:^ 
^)V^yV-fM -2-:^^)V\:\^yi^/] ^yV^ 
M -1. 2. 3, 4-Th7kKn+/U> (40. 
Omg) ^^/do 

NMR (CDCh , (5) : 2.01 (2H, tt, J=7. 7Hz), 2,12 
(3H, s), 2.29 (3H, s),2.62 (3H, s), 2.79 (2H, t, J 
=7Hz), 3.85 (2H, t, J=7Rz), 6,09 (IH, br),6.50 (1 
H, d. J=8Hz). 6.79 (IH, I, J=8Hz). 6.82 - 7.19 (9 
H, m) 

[0 13 0] mmmi 
50 mmmsxmci- i4- [i- (2, 3-^^?;^^^ 
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>'MM hK^v^y] ^>V-(M -1, 2, 3, 4 
-xh^bKn + y U> (1 5 Omg) iffift^>if> 
X>iU4^r;l. (6 6. 3mg) ^eU>?> (2ml) IZtU 

ftSit. 1- 14- [1- (2, a-i^^t^^^^^-f 

;u) -1, 2, 3, 4-rh^tKa+yu>' (176 
mg) ^mzo 

m (DMSO-ds , 6) : 1.91 (2H, tt, J=7, 7Hz). 2,00 
(3H, s), 2.17 (3H, s), 2.80 (2H, t, I=7Hz), 3.61 

(2H, t, J=7Hz), 6.72 (IH, br), 6.80 - 7.20 (IIH, 

in), 7,39 - 7.74 (5H, m) 
[0 13 1] ^«i|8 

mmm7tm\zhri- {4- [i- (2, s-^y 
^>Vi';H-i. 2, 3, ij> 

NMR (DMSO-de , (5) : 1.92 (2H, tt, J=7, 7Hz), 2,12 
(3H, s), 2.18 (3H, s), 2.78 (2H, t, J=7Hz), 3.32 
(3B. s), 3.70 (2H. t, J=7Hz). 6.55 (IB. d.J=8Hz), 
6.78 (IH, t, J=8Hz), 6.92 - 7.24 (9H, m) 

[0 13 2] mmm9 

Sjfi*ii9*ri#yt4- (4-7^y^>y<;v) -5, 

6, 7, S-xh^t f4n-4H-^xy [3, 2- 
b] 7-ttr> (3 5 6mg) (D'yi7Ua > (10m 

1) mmzmito - h )i^:t^ ji' (2 2 3mg) ^m^. 
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ICiDttSb, 4- [4- (2-)^^)l^>V-iJV7^ 
J) ^y^J^M -5, 6, 7, 8-xh^hHD-4 
H-5^xy [3, 2-b] 7ift!>&#fc« 
NMR (CDCh . 5) : 1.68 - 1.89 (2H, m), 1.89 - 2.0 
9 (2H, m), 2.48 (3H.s), 2.87 - 3.00 (2H, m), 3.66 
- 4.07 (2H, br s), 6.23 (Ifi, br d, J=3Hz),6.69 (1 
H, d, J=6Hz), 7.18 - 7.49 (5H, m), 7.49 - 7.61 (4 
10 H, n) 

[0 13 3] ^JS^SJIO 

1) 2, 3->?;^3^JU-8- [4- (2-p<9^;U'<> 
^-I'Jl^T^y) ^>'MM -4, 5. 6, 7-xh^ 
tHD-8II-tfxy [2. 3-b] 71ftr>-4-t 
> 

NMR (CDCh , (5) : 2.07 - 2.26 (2H, m), 2.19 (3H, 
s), 2.25 (3H, s), 2,50 (3H, s), 2.73 - 2.86 (2H. 
m), 3.97 (2H. t, J=6Hz), 7.19- 7.70 (9H, m) 
20 [0 13 4] 2) 9- [4- (2- ^9JV^>V^ )V 
7^7) ^>^/-r;W -5, 6, 7, 8-xh5t:KD 
-9H-tfUH [2, 3-b] 7ift:> 
NMR (DMSO-de , (5) : 1.54 - 1.97 (4H. m), 2.35 (3 
H, s), 2.84 - 3.06 (2H, br s), 7.12 (2H, d, J=8H 
z), 7.10 - 7.21 (IH. in), 7.22 - 7.49 (4H, in)>7.57 
(2H, d, J=8Hz), 7.79 (IH, dd, J=2, 7Hz), 8.01 01, 
dd, J=2, 7Hz) 

[0 13 5] 3) 5- [4- {2-;^^)V^>V^)V 
7a/) ^>'./-(M -10, ll-vbHn-BH- 
30 v?^>y [b, f ] 7ift!> 

NMR (CDCh . d) : 2.48 (3H, s). 2,84 - 3.12 (2H, 
nO. 3.50 - 3,75 (2H,iiO. 6.97 - 7.61 (17H. m) 



(5i)int.ci.6 mmn ffp^mk^^ fi mmTr^mm 

C 0 7 D 401/12 2 1 3 

403/12 2 0 7 

409/12 2 1 3 

413/12 2 1 5 

471/04 1 1 3 

1 1 4 

1 2 1 

495/04 1 0 8 

V/A6 1K 31/435 ADP 
AED 

31/47 ABR 
ABU 
ACB 
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(26) 

ACX 

31/55 ABN 
ACS 
ACV 

(CO 7D 401/06 

213:82 

215:08) 
(CO 7D 401/12 

207:416 

215:08) 
(CO 7D 401/12 

213:82 

215:08) 
(CO 7D 403/12 

207:416 

223:12) 
(CO 7D 409/12 

215:08 

333:38) 
(C 0 7 D 413/12 

215:08 

261:18) 



4*^^8-1 43 5 6 5 
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